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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Jn re Application of; 

Martin G, CROSBY Examiner: Patricia A, Patten 

Serial No.; 09/891,526 Group Art Unit; 1651 

Filed: June 27, 2001 



Title: COMPOSITIONS AND METHODS FOR ENHANCING OR TREATING 
FEMALE SEXUAL RESPONSE (As Amended) 



BECLARATION UNDER 31.132 Qr r ., 

Mail Stop AF ° 
Commissioner tor Parents 
P,0 Box 1450 
Alexandria VA 223 1 3-1 450 




I, Martin G. Crosby, RPh., being duly warned, declare that; 

1. I am a citi2en of the United States, residing in Charleston, South Carolina, I am 
mventor of the above- identified application and also the President and owner uf QualiLife 
Pharmaceuticals, Inc., the application assignee 

2. The attached publication (Ferguson et aL J Sex Marital Ther. t 29:33-44, 2003, 
Exhibit 1) describes a randomized, double-blinded, placebo-controlled cross-over study to 
evaluate the efficacy and safety of a composition C^estm'*) of the claimed invention. I am 
co-author of the publication, and attest to the accuracy of the results obtained therein. 

3. The composition evaluated in ihe study comprised borage seed oil, Angelica root, 
Coleus forskohHi, and several excipients. See, Ferguson et ah, .Page 34. This combination is 
disclosed in the application as originally filed. See, e,g. ? original Claim 2. 

4. Evening primrose oil is also present in the composition. See, Ferguson et al., Page 
34. As stated in the specification, both evening primrose and borage seed oil are sources of 
gamma lino lenic acid ("G LA"). 

a) "GLA is round predominantly in the seed of the Borage plant, but is also found in 
evening primrose seed oil and other botanical and natural sources/' Specification, Page 2, 
lines 15-17. 
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b) "In addition to borage seed oil, OEher sources of GLA can be utilized, including, 
e.g., purified or isolated GLA, botanical extracrs, such as evening primrose oil (e,g. 7 
Oenothera biennis and Oenothera tumarckicma)* black currant oil, spirulina, oils from the 
seeds of the Ribes family, etc/' Specification, Page 2, lines 28-31. 

c) " . . borage seed oil and/or evening primrose oil " Specification, Page 10 7 
hnes 21-22. 

<X) ^Example 1, Preparation of base oil. . (Optionally, in some cases, primrose 
oil (e.g.* 9% GLA content) was added to the base oil ... ). ** Specification, Page 14, lines 
11-13. 

5. According to the publication: 

a) "Both normal and FSaO women showed statistically significant 
improvements;, relative to placebo, in level of arousal, genital Sensation, and ability to have 
orgasms, and sexual pleasure." Ferguson et aU Page 34, lines 3-6. 

b) See, also Ferguson ec ah, Page 38-42, L *Kffieacy," for a more detailed 
description of the data. 

6. Thus, these results clearly establish that a composition of Claim 35 is effective as 
claimed, 

I hereby declare that all statements made herein of my own knowledge are irue and 
that all statements made on information and belief are believed true; and farther that these 
statements were made with the knowledge that willful false statements and the like so made 
are punishable by fine or imprisonment, or both, under section 1U01 of Title IS of the Uniied 
States Code, and that such willful false statements may jeopardize the validity of the 
application or any paten r issuing f hereon - 



Date Martin G. Crosby, R.Ph. 
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osrnoNs and methods for enhancing or treating 

SEXUAL RESPONSE (As Amended) 



DECLARATION UNDER 81.131 



Mail SrapA*' 
Commi^icjipr for Patents 
P.O. Box 4 
Alexandria, 



A 223 13-1450 



Ij'^ftin G. Crosby, RPh. s being duly warned, declare that: 

li t f ;m a citizen of the United States, residing in Charleston, South Carolina. I am 
invemar;j&fV] ic above-identified application and also the President arid owner of QvmliLife 
Pharmac^u{ < [als, Inc., the application assignee. 

5& ^ \ e attached publication (Ferguson et ai , J Sex Muriial Thvr,, 29:33-44, 2003, 
Exhibit i) scribes a randomized, double-blinded, placebo-controlled cross-over siud> to 
evaluate Wtfficacy and safety of a composition ("Zcstia") of Lhe claimed invention. I am 
zcf-authot o . ' he publication, and attest io the accuracy of the results obtained therein. 

3i Irpe composition evaluated in the stud* comprised borage seed oil, Angelica root, 
Coleus fcfr> jj>hln» and several excipissnu See # Ferguson er al. p Page 34. This combination is 
disclosedj in!l ie application as originally filed. Sc^ e.g.. original Claim 2, 

4* Boning primrose oil is also present in the composition. See, Ferguson et al., Page 
34. As s^tedin the specification, bath evening primrose and borage seed oil are sources of 
gamma linowkie acid CGLA"). 

a)'**d l-A U found predominantly in the seed of The Borage plant, but is also found in 
evening primlase seed oil and other botanical and natural sources." Specification, Page 2, 
lines 15-17- jf 
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If) Jpp addition to borage seed oil. other sources of GLA can be utilized,, including, 
e.g., punned or isolared GLA, botanical extracts, *uch as evening primrose oil (e.g. f 
Oenothera biennis and Oenothera lamarckiam}, black currant oil, spimlina, oils from the 



seeds o^thb-Ribes family, etc 
lines 21-^ ' 



Specification, Pag*? 2, lines 28-31 . 
borage seed oil and/or evening primrose oil ... *■ Specification, Page 10, 



orgasms* ar c 



description 



ixample j. Preparation of base oil. . (Optionally, m some cases, primrose 
GLA content) was added to the baser oil Specification. Page 14, lines 

.1 kording to The publication: 

a) "'Boih normal and FSAD women showed statistically significant 
improvetjne ; t !s, relative to placebo, in level of arousal, genital sensation, and ability to have 
- sexual pleasure." Ferguson ct aU Page 34, lines 3-6. 



claimed 



6,j TJius, these results clearly establish thai a composition of Claim 35 is effective as 



that all tfyU 



are punis^al 



b) See, also Ferguson et al , Page 38-42, "Efficacy," for a more detailed 
the data. 



y declare that all statements made herein of my own knowledge arts true and 
ctws made on information and belief are believed true; and further that these 



statement w<jre made with the knowledge that willful false stuiements and [he like so made 
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J^uniul or S.*a Munuil Therapy. ^y(A>J3-'Vi ( 20li5 

CJopynuht O .2003 ferunrtt-r-KoiitlcUBp „ rr«HH« 

oow^*sx/<* >i2 oo ^ ot> BrunnerttoutledgeVU: 



Randomized, Placebo-Controlled, Double Blind, 

Crossover Design Trial of the Efficacy and 
Safety of Zestrajar Women in Women With and 
Without Female Sexual Arousal Disorder 

DAVID M FERGUSON 

CatisHtttum m Clinical Ucwtupnivw S#rtfic*.% CrunU Mc$ruis t Mtrtiltautu* iJ&A 

CHKI3TGPHEB. P. STE1DLE, G1TA S. SINGH, J. STEVKN ALEXANDER, 
and MARY K, WEJHMIU-ER 

ivt,rtfrb&si lnchf*n*+ *b.'£in(*rc&t, F* "Wtoy***, J*j£tiAvi£4 t USA 

MARTIN G. CROSBY 
Quctitfofe rharmaccuftCtptA, Charleston, SvUfh Ct+rQUna. USA 



Zeatra for Women 7 ** is a botanical femimne massage oil formu- 
lated to enhance fir mute sexual pleasure and arousal tvben applied 
to the vulva We conducted rhu randomized, diwbie-blinded, cross* 
over study to eivduate the efficacy and safety oj Zestra for Women 
compared to placebo oil m lO women with and JO women without 
ftftnule sexual arousal disorder (FSAL>J in conditions of home 
tn conjunction witb sexual acm^nes Subjects tvere screened by 
physical examination, *ex therapist interviews, and questionnaires. 
VPe randomized qualified subject* to trearment paths and gave diem 
3 do>e< of test article and diaries to use at home. At t/Jvr/ J, we 
assessed tbem by questionnaires and gave them 5 doses of cross- 
over test article and diaries to at home. At the final visit, we 
assessed (hem -with que±tio?trtaires. We assessed Safely by adverse 
event report* and primary e//icacy by responses tu a diary question 
regarding satisfaction with aro?.tsaL Secondary efficacy instruments 
included remaining dtary questions, recall -hosed questionnaires, 
global assessment questions, and a consu mer-testing questionnaire. 



Test jriicles provn4c4 fry QuuhLitv Ph-jxmaceuticaJb, Inc., hixiy-oue MecliC3i Confer, 
148$ T. C:tU-.i>n til vet, Sie 105, Charleston. SC 294u7 Authors Persian, Jneidje, Singh. 
Alexander, +th\ weiinriiHcr h^vc nu iir)ano*.ti mrc-re^i in Qu-iULift Vhatms^Liiicjis and did 
nor receive any rirnnciai cumpcnsiuiion for rru-ir (.orurtfratiotru to ihi-> smdy Auirioi t.Tujhy 
m imiicr Of QuaJiI.jfc Hv^rmuctfUEicals. 

Address ojirt-aptinUcTit-c: to Ouvid M. T-^njuson, 90 N Gun flint UjlKc Kd, Gr.\f\<X M*rAi^, 
MN 55604, USA. E-mail l"en>iaOii<&>b«jrci4l W£ 
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All 20 Subjects completed the smdy Three Subjects r*puried 
single incidences of mud genual burning sensations lasting 5-30 
mm after use ofZestra fur Womtm. Boib normal and F$A£> women 
showed statistically significant improvements, relative placebo, 
in level of urousul, Iw&i of desire, satisfaction with arousal, gvniUd 
sensation, ability to have orgu>ms. and sexual pleasure Alihough 
FSaD women shotted greater magnitude of response, the presence 
off SAD had no effect on response rates. Zestra for Women was just 
te> effective m women wsmg selective serotorun reuptake inhibitor 
antidepressants as m women not using antidepressants. Zestra for 
Wontert improved sexual function in normal and FSAP women 
under conditions of borne use 



Zesrru for \x/ijTuc*n a botanicni feminine massage oil formula fed. ro enhuneir 
female sexual pleasure, to intrude warmth, sensitivity, sensation, and to 
facilitate arousal when applied tu tlic clitoris, labia, and vaginal opening. 
Ze.stra for Women not a drug but ha* been developed under the U.S. 
Cosmeck> Act This product n<->f intended ro diajmosc, treat, cure, or pre- 
vent any disease and has not been ev limited by the food and Drug Admin- 
istration (FDA). The ingredients are a proprietary blend of borage *eed oil, 
evening primrose 04 1, Angelica root extract, Coleus forskohlii extract, ascorbyl 
pa imitate, dl-ulpha tocopherol, and. natural fragrances The components in 
this mixture are available ui the United States as dietary supplements, or as 
ingredients in foods or co^roetic-s and are on the FDA's generally reco^nteed 
as safe list The borage and evening primrose oil* contain high amounts of 
gamma-lrnohnic acid, which is metabolized m the skin to prostaglandin E T 
<Dines, Cotter, <& Cameron. This process is generally recognized to 

tau.se increased blood How and nerve conduction Angelica root extract 
contains o^hoie, which increase* cCMP and CAMP, nonspecifically CTen^, 
Lin, Ko, Wu, & Huang, 2y£4J. Coleus forskohhi extract contains forskolm, 
coUipnoi, and related diterpenes, which are adenylate cyclase stimulants 
(AnUeisson &. Stief, 

Female sexual dysfunction includes a number of disorders 

hypoactive sexual desire disorder, sexual aversion disorder. sexual arousal 
disorder, orgasmic disorder, and several sexual pain disorders Although the** 
disorder? may frequently have overlapping and interdependent s ubjective 
and physiological components, it appears most fruitful to focus an interven- 
tion on i>nc particular disorder (Ferguson, 2002), The definitions of the Inter- 
national Concensus Development Conference on Female Sexual Dysfunc- 
tion Definitions and Classifications (fiuosun et al , 200u> are structured t<-> 
provide a descn prion of the subjective and/or physiologic characteristics of 
the disorders as well a* the uaveat thai the condition must cause personal 
distress Tht= Consensus Conference ctefuution of female sexual arousal dis- 
order CFSAD) iA - r i lc . persistent or recurrent inability to attain or maintain 
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sufficient sexual excitement, causing personal distress. It may he expressed 
as a lack of subjective excitement or a lauk of genital <lubheauon/swelliritt> 
or other somatic responses" (Basson er al-, 20UO, p. yo). The etiology of 
FSAD is poorly understood, Iatrogenic FSaD can be linked co a variety of 
surgical piocedures and medication* Additionally, antidepressants ot the 
selective serotonin reuptake inhibitor class <S5iUs) are -well known to de- 
crease sexual desire, arousal, orgasms, and sexual pleasure 

This Aiudy was conducted to evaluate trie efficacy and safety of Zestra 
for Women compared to plac ebo oil in women with and without FSAD in 
conditions of home us£ in conjunction with sexual ucti vines. The effect of 

antidepressant usage un the outcome was examined 



2esira for Women was studied in ten women with FSAD and rtn normal 
women in a double-bUnded, placebo-controlled, two- way crossover design 
We matched placebo to the active mm article based un viscosity, tragranet;. 
color, absoibency, and lubricity. At th« screening visit, «?ach subject who 
signed an informed consent form was interviewed by a sex iherapist, under- 
wi;nT a physical examination, and completed the female sexual Function 
Index (FSFi: Ko^en et al , 2000) and the r/emale Sexual Distress Scale-20 
CFSDS*\ Derogatis. 2000). Each woman was a:*Mj?ned to the normal or FSAD 
group ba^ed on the results of the interview and the FSDS score grange 0 to 
#0} Normal women were allowed no interview evidence of any FSD and 
were required to have un FSDS score of les* than 40 Women assigned to the 
FSaD group were allowed to have evidence of desire disorder and orgasrmc 
disorder, but their chief complaint was required co be FSAD. Women with 
pain disorders and women with FSDS seures greater than 60 were excluded 
from participation. Subjects were randomized to Treatment paths, given five 
1-ml doses of test article, and instructed in the use of die diary, die Temale 
Sexual Encounter Profile (FSt*P c ; Ferguson, 2002). Subjects were to return to 
the clinic for Visit 2 after completing five usages of the test article ut home. At 
Visit 2, they completed the FSFI, the FSDS, two glotral assessment questions 
LGAQb), and the QualiLife Consumer Testing Survey (QCTS). We gave them 
five l-ml dose> of the crossover test article and provided them wtih five 
additional dianes. At the final visit, Visit 3, subjects again completed the FSFI, 
die hSDS, die GAQ, and the QCTS 

Inclusioa/ExelusiOn Criteria 

On the basis of an interview by the sex therapist, we diagnosed subjects as 
"normal" or FSAD. Subjects were one of the following: postmenopausal. 



MHTHODS 



Design 
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using hormonal eonn-acepiion for *i least three months pnor to study entry, 
able to document Uvjlt they had undergone uubat ligation at leust three months 
prior to study entry, or with a vasectomi*ed partner. FSaD subjects were 
required to have previously been ruily functional, to have currently demon- 
strated ;* >t:oic between 40 ;md 60 on the FSDS, and io tX2 wilhnj? tu attempt 
sexual activities ut least three times weekly. Normal subjects were required 
to have un FSDS score of le*b than 40. Exclusion criteria included unresolved 
sexual traurou or abuse; primary unorgasiTua, vaginismus, sexual pain disor- 
der, or sexual aversion disorder, pregnancy or nursing, currently active mod- 
erate-it>Sirvere vaginitis, use of neuroleptics or lithium or bupropion within 
previous rhree months; and any condition th^t, in the investigator** opinion, 
would endanger the subject, would interfere with the subject's ability to 
provide informed consent or to comply with study uisrruciions. or would 
confound the interpretation or the srudy results Subjects were not excluded 
b*fe»us«K ot i-iniiLlcjiressanta, nutritional supplements, or hormonal replace- 
merit therapy We made a specific effort to recruit equal numbers of normal 
*nd VSAD subjects* who were using und who were not u^ing antidepressant* 
of The SSKJ class 

Endpomts 

We a.ssessed safety by monitoring adverse events <A£s> The primary efficacy 
variable was the number or, successes (satisfaction with sexual arousal as 
indicated by yes responses to FSJiP diury question 3) divided by the number 
of valid attempts <FSEP Q7>. The secondary efficacy paiameters were the 
responses to the global assessment questions, to the remaining diary ques- 
tions, to the 1*3 Fl, to the fSOS, and to Tne quantitative questions from the 
QCTS. We employed paired-r analyses in order to assess t remanent effects for 
rat h subjea compared to placebo effect*, wc assessed sequence and carryover 
period effects using group mean comparisons of the primary efhcaey van- 
ublc: We ***.-»essed responsiveness of the norm*! versus the FSaD subject* by 
c^leulating tile percentage of subjects ihut showed an improvement (.Zestra 
minus placebo** m CaQ question 2. We unaly2:ed the effect of SSRl usage on 
efficacy by using Student's /-test (group menn comparisons, adjusted for 
unequal variance) of SSKJ subject responses to no-3SRl subject responses 
The following hypotheses were the objectives, of this srudy. 

1 . Zesrra for Women increases arousal m women with FSaD. 

2 Zesrra for Women increases urouSal in normal women. 

3. Zestra for Women improves other sexual function endpomts. 

4. Zestru for Women improve i> sexual function in women regjndless of pres- 
ence or absence of FSA£> 

5. Zestra ror Women is efficacious m the presence of SiiRI antidepressants. 

6. Zesim lor Women is safe under these conditions of usage. 



r 
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RESULTS 

Demographics 

Twenty cuucaMun cvonacn (ages 31 to 57 years) participated in this study 
Table 1 .shows rh»t normal unci FSaD subjects wen; similar in ail respects 
except sexunl function parameters for desjre, aroasai, )ur>ricucion, org-tivTn. 
und distress. 
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All 20 subjects completed the study Three subjects reported single inci- 
dences of nuld genital burning sensations of 5-30 minutes duration white 
using Zestn*. One subject reponed several incidences of vaginal irritation 
associated with coitus while using placed She wuS subsequently diagnosed 
and treated for a yeast infection. Two Ajis thai were reported by those re- 
ceiving the placebo treatment were considered unrelated to tht* test Ltrncle 
fatigue associated with hypothyroidism, and a *>inus infection 

Efficacy 

There was no statistical evidence of either sequence or carryover effects. 
Tuble 2 shows Uic mean ch^n^es in lesponses tor the F5EP, F5FI, FSDS, 
GaQ, and tor the quantinuive questions from rhe QCTS for both subject 
groups. The primary efficacy variable, rS£P Q3, which ussesses *nrfi*iaenon 
with level of arousal, has a range of 0 to 1 Normal subjects had a mean score 
of 0.730 a: u 297 while on placebo und u mean score of u.y50 * 0 158 while 
on Zestni. The wean improvement in the FS£P Q3 score was u 220 * 0.277, 
which was statistically significant (p - 0 0333.) by paired- r analysis FSaD 
subjects had n mean score or 0.287 ± o 337 while on placebo and a mean 
score of 0.355 ± 0 315 white on Zestra Their mean improvement m the F-SFP 
Q3 score was 0.56H £ 0 360, which was statistically significant kp - 0 00074) 
by paired-r analysis. 

Secondary efficacy variables included FSBP questions 2, 4, 5, and 6, a-, 
well as an F*FP touu score bwm of Q2-Q6) FSEP Q2 assesses level of desire 
und has a range of 0 to 3 Highly Signihcanr. improvements m this diary- 
bused desire v^nable were seen in both normal subjects (p - 0 00041) and 
FSaD subjects ip - OOOuli;. FSEF Q4 asks if the subject had lubrication 
sufficient to allow comfortable intercourse teven if intercourse did not actu- 
ally occur}. Neither normal nor FSaD subjects showed significant changes in 
FSEP Q4. The FsaD subjects showed a starisiieally significant ip - 0.013) 
increased frequency or orgasms trSKP Q5), but the nounal subjects failed to 
reach significance (./> - 0 053) FSEP Q6 assesses level of arousal and has a 
range of 0 to 3. Normal subject showed a significant {p » 0 0063) increase in 
level of arousal as did the FSAD subjects (p - O.0009*A>. FSEP total (.range - 0- 
9) was significantly increased m normal subject* 0.0027) and in. FSaD 
subject* Cp«u 00012). 

The provides *ix factored domain stores, with a maximum score of 
6 tor each domain. Additionally, a total score (maximum = 36) is calculated. 
Higher scores indicate a more "healthful" condition. The domains are desire, 
arousal, lubrication, orgasm, satisfaction, und pain. Zeatra produced signifi- 
cant improvements In the arousal domain in normal subjects and in the 
arousal, orgasm, and satisfaction domain* and the FSFi total score *n the 
FSaD subjects. There were- no deleterious clianges in either subject nfoup 
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The FSDS is a 20-qutration instrument with a range of 0 to SO. a. lower 
score indicate* a less distressed situation. Although 2estru produced decreases 
in both groups, no change w^s significant 

The GaQs that we used were: GaQ 1 "While using rhc- study medica- 
tion, did you feel thai your level of sexual arousal QexcitemenO improved'" 
(0 - Not m all, 1 *• A hnle, bur barely noticeable; 2 « somewhat, 3 * Quite, 4 
= Greatly). GaQ 2 "While using the study medication, did you feel that your 
sexual pleasure was enhanced* CO * Not at all; 1 = A little, but barely notice- 
able; 2 = Somewtiat, 3 - Quite, 4 - GreatlyX Zestra produced strong and very 
significant improvements in the score* for each question m both groups The 
response rates for chcr normal and for the FsaP groups were bU% and 9U%, 
respectively. 

The QCTS consists of twelve questions intended to assess users' re- 
sponses and attitudes regarding the product Questions 1, 6, 7, 8, 9, 10, and 
12 ar*- limitative. Question I assesses genital seni>atiou. Question 6 as- 
sesses pleasure associated wuh sexual activities Question 7 assesses lubrica- 
tion. Quezon S uddi esses enhancement of ability to hav« orgasms Ques- 
tion 9 addresses enhancement of sexual ejtpeiiences Question 10 addresses 
willingness to purchase the product Question 12 ask* subjects how much 
mey would pay for die product. Both normal and *"SaD subjects showed 
significant improvements (over placebo} in sensation, pleasure, enhance- 
ment of sexual experiences, willmgn&ss to purchase the producr, and the 
price they would pay for The product. 

Since Zestra for Women produced significant improvements in the pri- 
mary erhcacy variable for both normal and F^aD subjects, the data ror both 
groups were pooled and then tested by paired r tests io determine it the 
presence or abscnLc ot FSaP made any difference in the outcome. The right 
column of Table 2 shows the pooled mean changes with standard deviation* 
and the p calculated from the paired v rest*. In mo?i variables, the signifi- 
cance increased The normal group showed significant improvements in 13 
of 23 efficacy variatsles, the FSAD group showed Mgnificani improvement* m 
17 of 23 efftcacy variables, the pooled group showed significant improve- 
ments in 17 of 2^ variables The FSfl lubrication domain became significant, 
whereas the FSFl satisfaction domain, which ^vas significant in the FSAX3 
group, failed ro reach significance when ihc groups were pooled Overall, 
the outcome was not affected by pooling normal and FSaD data, The re- 
sponse raie for all 20 women participating in the study was 85%. 

We examined the effect ot SSfU usage on the efficacy response to 2esua 
for Women by comparing data from those who used SSRT antidepressants (7 
subi«rctsj> to those who djd not Q3 subject*;, without regard to the subjects' 
classification as normal or FSaD- Table 3 show.-* the mean change* in the 
efficacy parameter* for both groups and the results of mean group compari- 
sons of the change* There were no significant differences in responses be- 
tween the no-SSRJ group and the SSRl group Both the no-ssld group and 
the SSRl group showed significant improvements in the primary efficacy 
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TABi£ 3. Mfctfof 5*Rl Usufte tjn Mvan Chunks in Efficaiy ParartK-h-r* 





1MO iSli) 


SSTU 


p (.(, ijrOLip 








company 












* 








tp'-urcii $} 






rStr ? xU:i| jlCliOU 


U.40 rb u 39 


0.3& * u 33 


0.W 




0 002*3 


0 023 




i , • l * rs y^v ^ r . . i - *• 


0.^9 * 0 39 


0.H3 * 0 34 


0 17 




0 00()i ^ 


0 00067 




JHSUt* Q4 luict^uatt 


0.06 * 0 1^ 


0. 1 1 * 0 30 


0.68 


lubrication 


0 *i7 


0 36 




I bJcr or^a.^m 


t) 211 x U.29 


0 26 a: 0.63 


tJ 63 


attained 


0.028 


0.022 




J-'S£p Q6 levc-J of 


U.S5 ± 0 59 


0.7H ± 0 4S 


0..36 




0 0053 


0 004S 




FSF? coial 


1 60 t 1 ^4 


2 36 x 1 17 


0 37 




t) 00071 


0 0u"J.tt 






ij x l.pV 


on 1 1. v% 


U 96 




A "Tit 


0 70 






1 OS x 1 2H 


1 20 x 1.17 


0 84 




IJ 010 


0 035 




7^*vT~l lnhfii -ir« in 
I - 1 I A lUlfl 


0 62 s 1 \ 




0 9l 






0 27 








1 20 s 1,24 


0 76 




V.V *V 


0.04 






0 52 ± L 6i£ 


IJ a: Ki.jf<i 


0 91 




o 28 


0 24 






0 09 x 0.47 


0 0 t 0.0 


0 49 




o 4y 


NA 




FSH lut^l 


3 4S r 5 47 


3 56> x 3.4S) 


0 96* 




0 041 


0.035 




Fhtt* 


-6.2 x 14 y 


-1 6 x 14 5 


O 72 




Q 16 


U64 




c;aQ i 


169 * 1,34 


2 2y 1 1 23 


0 37 




0 0020 


0 0029 


c;aQ 2 


1 77 * J 17 


2 J4 * I 3^ 


0S5 






0 0CJ56 






Ufi-S ± 0.5^ 


X 29 ± 0.4y 


0 089 




U.U0O1.4 


0.0lK^t3 




QCT* Qf> picuaufv 


o.6v ± 0 4K 


0 71 ± 0 4y 


uy^ 




0 00022 


0 0082 


QCT* Q7 lubrication 


0.15 * 0 69 


0.13 * 0 53 


0.34 




0 44 


0.07S 






0 2} x 0.44 


0 37 x 0.53 


t) IS 




0.OK2 


0.050 




QCTS Qy enftarKcU 


l 2b £ i.oi 


1.71 ± 0.95 


U31 




o ooovo 


O0O31 




QCT-S tjio puicru±-»c 


ji>t 2.31 


4 «6 * 2 29 


O.lii 




0.00t)^2 


0.0014 








3 07 - 3/i2 


Li 56 




0 050 


0.053 





ffcb/iei 1 t^t al , 2U0U.); 4>aQ «^ ^li^hai ^^^incnt quw\,t«-nis, t.jOl's * QuatiLiru Consumer "K-=tmy Survey 



~1\ 

Received from < 7032436410 > at 10/10/03 3:04:05 PM pastern Daylight Time] 



Oct-10-03 03:09pm From-MiLLEN, WHITE, 2ELAN0 & BRANIGAN 7032436410 T-082 p. 15/17 F-066 



.J 



42 D. M y&rgu^un el at. 

parameter and in 14 of 22 secondary efficacy parameter* The response rates 
for no-SSRi and the SSKI groups were and 86%, respectively 

DISCUSSION 

This study i> » landmark in testing nonduvjce produce in wonum with FSaD 
This is the first wcll-d^igned, well-coniroUcd study to show positive results 
in at-home conditions using u diary to record the outcome of ac tual sexual 
encounters. The primary efficacy variable, h'SHP Q3, directly addresses the 
criucai question established in FDa guidelines for drug products pursuing 
an indication in FSAD fLJ S. FDa. 2000). Using a recall-based questionnaire, 
Caruso Intelisuno Lupo, and Agncllo (20013 showed efheucy ot sildenafil *n 
premenopausal FSaD women Ito. Tram, and Polan (2001) showed efficacy 
of ArHinMax rM usinrt a. recall-h-a^ed qu e^uonnaire in women who were not 
diagno-sed wilt* VSAO Other FSaP studies have only shown positive results 
in in-clime models With visual sirxuat stimulation (Blam ec al , 200-1, Rosen, 
Phillips,. Gvndrano, £fc Ferguson, iy09; Sipski, tfosen, Alexander, & Hamer, 
2O00; V1VUS, 2ool ). It should also be noted thar Zestra fur Women produced 
lignincant beneficial effects in normal women as well m FSaQ women. 
No efficacy variable shewed a deleterious change in either subject group 
Sublet analysis of efficacy responses in SSRl-using women versus non-SSKl- 
uama vvumen showed chut Zesnu for Women *um*naied the sexual *ide 
effects of tins class of antidepressants. This is \Xi& first report of a product that 
has achieved these results. 

It is interesting to note that results from the diary CF5EPJ, from the CAQ, 
and from me QCTS correlated well with each other, but results from the FSFI 
and from the fSDS appeared to only be weakly supportive, particularly in 
the normal subjects. Horn me FSFl and the are nun-producr-speuilic 

recall questionnaires. Wlihm die design of die current srudy, each subject 
had only five exposures 10 placebo unci five exposures to Z^rStra over treat- 
ment periods of 2-3 weeks. This may have been insufficient tune to alio™ 
solidification of new attitudes. This raises questions about how to design 
studies chat allow adequate treatment period durations and number* of ex- 
posures. In sum, the halt-lite of an altitude U a critical concern. 

There has been reluctance among researchers to include consutner- 
testing questions in c linical tnals because of questions regarding die impu- 
rity of 1 commercial issues." Yei t the ultimate satisfaction of the end users of 
product* under development should be a vital concern of those who are 
responsible for the^e mals The consumer-testing questions used m thi* *tudy 
supported the othcrr efficacy result and specif jcaily addressed how much 
the subject valued the treatment. In some ways, this is the inverse of a bother 
inderf, the succe-ss of a product will depend on the users' wiUmgness to 
purchase and use the product. The subjects in this study indicated that they 
valued this product. 
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Z^ira Jut Wvmtn 

Trns «u«y e*™» eft^s of Z-srr, tor Women ^>nly ™«my 
^ ir ™niH he criticized as riot being gt:rieraazq.Pie. m our 
SS^^i^-SS^ — g changes w*h h ; gh s^nce 
pnmS *2 JcLdary variable are uniformly confirmed m^- 

Tvp« ll T^t S£ l^l Uu study. However. «hl. 44 no, occur m A« 
2Km ThXo* sertou, Umlw.un of a .mall clinical study ,* an 

current siuuy. * a dv«rse events of rush incidence can be 

S£S5T^^^l2^£S of AEs * a« study ^ «n I* 
aanSi « iLJta -s !5% und cn^d of mild £j£g — 
acms .o the genital* that subs.d-.-d wilbow »m 10 5 to 30 mm 

CONCLUSIONS 

Zenra for Women ^ well K*«««i under the* condttiuns of iw. ft al» 
^proved level of cte3.ru. sutist^hon vvith level of sexual arousal, l^el of 
S3^rt>u3 .*niRd sensation, =.exuul pleasure, abdiry to have org^m*. 
^ihScemeni of sexual cxpenences in normal and FSaD women wh.le 
undes,r,bl„ sexual sid* effects of S5IU amufcpnrfaunH >« 



women 
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